In the past decade, since islet cell antibodies (ICA) were reported in Type 1 (insulin-dependent) diabetes mellitus, this serological marker has been used increasingly in diabetes research. ICA determinations have been applied for various clinical purposes, including attempts to classify diabetes, monitor diabetic patients after diagnosis and identify susceptible individuals at risk of developing the disease. Recently, the significance of these autoantibodies in patients undergoing immunomodulating therapy, ineluding islet and segmental pancreas transplantation, has been investigated. These approaches have indicated the potential of ICA determination to further investigate the disease process.
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Following the first description of the assay, various modifications of the standard immunofluorescence method have been introduced. To date, however, no attempt has been made to standardise the test to enable inter-laboratory comparisons. For this reason, the Workshop was established. Twenty-six laboratories participated in the Workshop. Coded sera and a standard protocol were sent to each laboratory and the participants were asked to submit their results together with those obtained by various specified modifications. This report deals primarily with analysis of results obtained using the following protocol:
1. Use 4 gm unfixed cryostat sections of Blood Group 0 pancreas, air-dried 15-30 rain at room temperature. 2. Put test serum (25 gl) onto sections and incubate at room temperature for 20 rain in a closed humid box. 3. Wash off serum with PBS (0.15 mol/1, pH 7.2) and leave slides standing in excess PBS for 15 rain. 4. Apply your routine FITC conjugate at appropriate dilution in PBS for 20 rain. 5. Repeat step 3 and mount slide under glass cover-slip using PBS/glycerol or similar mounting medium.
Determine end-point titres which are the reciprocal of the dilution. Neat serum is expressed as a titre of 1; a two-fold dilution, e.g. 25 ILl serum plus 25 p.1 PBS, is expressed as a titre of 2; a fourfold dilution, e.g. 25 ILl serum plus 75 lxl PBS, is expressed as a titre of 4, etc.
An analysis of the results of the various modifications will be published separately. The modifications investigated were acetone-fixation of sections, heat-inactivation of sera, complementfixing ICA, prolonged incubation with aprotinin, and the use of alternative conjugates such as FITC-Protein A, glucose-oxidase and counterstaining with monoclonal antibodies binding to islet cell determinants. 
Summary of results
ICA end-point titres were determined in the coded sera by each participating laboratory (Fig. 1) . Concordance for ICA was 90% for sera with high titres (Serum Nos. 1, 3, 11, 12, 13) and sera reported as negative (2, 7). Sample 1 and 2 were disclosed to be positive and negative, respectively. Concordance for sera nos. 4, 5, 6, 8, 9 and 10 ranged between 52-79%. On the whole, these sera were recorded as negative or with low titres. The lower concordance may be attributable to factors such as variation of pancreatic substrates. The presence of interfering antibodies such as mitochondrial and nuclear present in serum 5 and 7, respectively, might also have affected the results. Experience with standardisation of an immunofluorescence test for anti-nuclear antibodies has revealed the value of standard curves for improving concordance, precision and accuracy. Accordingly, standard curves based on titres reported from 24 laboratories were computed for eight of the thirteen sera shown in Figure 1 by E. Bonifacio, Perth, Australia. These interim standards provided a range of values covering low to high ICA levels (Fig. 2) . Each interim standard was assigned a value, i.e. the geometric mean of the corresponding end-point titres observed in all laboratories. Standard curves for the individual laboratories were obtained by plotting the assigned values (abcissa) against the corresponding observed titre (log2, ordinate axis).
Linearly increasing standard curves are demonstrated for most laboratories. Results are in the expected order based on the assigned values, but inter-laboratory quantitative differences between sera are demonstrated. In 4 laboratories (8, 10, 21, 22) linear standard curves were not obtained, and in two others (7, 12) they were questionable. At present it cannot be concluded whether this preliminary analysis reflects poor precision or true variation from the expected values.
When observed titres for 2 sera not included in the standard curve were converted into units derived from the standard curve, the inter-laboratory variation decreased, illustrating that the use of standards and standard curves improves concordance. Thus, these preliminary results indicate that the availability of reference sera should allow standard curves to be established and used to define ICA in common units. The ultimate aim is to establish precision and accuracy so that inter-laboratory results may be compared with confidence.
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